IF histamine is injected into the skin, wvhat Lewis called "the triple response" takes place: (1) a raised red area in the skin; (2) the rapid formation of a bleb, and (3) a surrounding area of erythema. This qualitative experiment can be turned into a quantitative test by injecting intraderpially a known amount of histamine solution of known strength, and that is the basis of the histamine skin test. The injection, given into the skin of the volar surface of the forearm just belowv the elbow, consists of 0 05 c.c. of a 1/10,000 solution of histamine calculated in terms of histamine base, not in terms of one of the salts. If this quantity is injected into the forearm there appeals within a minute or so in the normal stubject a raised red area and, following this, the rapid formation of a yellow bleb stirrounded by an area of ervthema. That yellow bleb in the normal subject is from 1/4 in. to 1/3 in. across, and the area of erythema surrounding it from 1 in. to 1 % in. in diameter. The reaction remains like that for from five to ten minutes and then begins to fade. In twenty mintutes the bleb has faded into the OCT. -OTOL. 1 Proceedings of the Royal Society of Medicine surrounding crythema and in half an hour or so the whole thing has disappeared save for a little mark at the point of injection which may remain for twentv-four hours. That relates to the histamine-negative or-insensitive subject.
The histamine-positive or sensitive subject gives the same reaction as the normal except that it is much larger. The bleb measures from 3/4 in. to 1 in. across, sometimes even more, while the surrounding ervthema may be as much as 2 in. to 21/2 in. across.
But the outstanding characteristic is the appearance of a long trailing pseudopodium from 1 in. to I12 in. in length. This represents a lymphatic made evident by the histamine. There may even be two pseudopodia if two lymphatics are available at the site of injection to be marked out by the histamine. Between these two extremes of the negative or insensitive and the positive or sensitive there are intermediate stages which require a certain amount of judgment and experience to evaluate.
The treatment of the two groups is quite different, and it is therefore important to form an accurate assessment of the group to which each patient belongs, whether negative or positive. If in doubt, one should undertake a second test with double the dose, using preferably the opposite forearm and ieaving an interval of forty-eight hours for the reactionary period. If with that double dose no pseudopodium appears one can be satisfied that the case is histamine-insensitive.
What does this mean? Histamine is a vasodilator substance. If injected intravenously in sufficient dosage a marked flushing of the face occurs. Therefore, when these two clas-ses of cases were discovered, it was assumed that the one that gives the large response, the histamine-positive, does so because it possesses a primary vasodilator mechanism. The other, the histamine-negative group, was assumed to possess a primary vasoconstrictor mechanism. If these assumptions are correct, those patients who give a positive response to histamine should be made worse by vasodilator drugs. and better by vasoconstrictor drugs; while in the histamine-negative grouLp precisely the reverse should occur. This is, in fact, what happens.
If a member of the histamine-positive group be given amyl nitrite to inhale, the result may be an attack and, nearlv always, at least a vestibular response. The same thing will happen with other vasodilator drugs. Recently a histamine-positive patient was inadvertently given an intravenous injection of 35 mg. of nicotinic acid. A very considerable flush response resulted. About one hour later she had as severe an attack of Meniere's syndrome as she had ever had in her life. That is not an isolated instance; the same result has been observed manv times following the mistaken administration of a vasodilator drug to a histamine-positive patient.
In the insensitive group, if the patient is given one of the vasoconstrictors such asergotamine tartrate or benzedrine it is frequently possible to produce an attack or even a succession of attacks, while the patient can be swung out of an attack sometimes by giving amyl nitrite. The speaker here showed by means of a diagram the results of treatment in the two groups. Briefly, the histamine-sensitive group had been found to be best treated by histamine-desensitization-gradually increasing doses of histamine given subcutaneously. The results have been verv satisfactory. The method is to start with the same dose subcutaneously as was given for testing intracutaneously and gradually work up. Two audiograms were shown demonstrating improvement in hearing with correct treatment, deterioration with incorrect.
The same thing applied to the other histamine-insensitive group, but the other wayround-correct treatment, using nicotinic acid as the vasodilator improved the situation, incorrect treatment produced deterioration.
The results in both groups as far as the attacks of vertigo were concerned were very satisfactory, about 80% being relieved or greatly improved. As far as tinnitus was concerned, about 50% are greatly improved: improvement in deafness is unusual, 20% or less.
The treatment of the larger group calls for patienice and perseverance on the part both of the patient and the doctor. Our routine is to give nicotinic acid at first intravenously, starting with 25 mg. and increasing by 5 mg. a dav until the maximum tolerance is reached somewhere between 50 to 100 mg. daily. After tolerance limit is established the same daily dose is continued intramuscularlv and this the patient can be taught to give himself. At the same time, nicotinic acid is given orallv in dailv dosage of 150 to 300 mg. Intramuscular injections mav have to be continued for many months, as there is, for a long time, danger of relapse unless treatmeiOt is -continuous.
After showing audiograms of cases, Dr. Miles Atkinson summed up by saying: The histamine skin test divides Meniere patients into two groups: histamine-positive and histamine-negative, the first being a small group and the second large, in the proportion of about 1 to 5 or 6. The histamine-positive group is best treated with histamine desensitization and responds extremelv well, so much so that I used to say that to get a positive reaction to histamine was as much a prognosis as a diagnosis. The other, the bigger group, should be treated with vasodilators, of which nicotinic acid has proved in my hands the best. They respond well, and if one is patient and persistent there are very few cases which cannot be got under control by medical treatment.
Mr. V. E. Negus said that he had been interested in histamine and its effects, particularly as regard;s the nasal aspect of the allergic reaction. The latter was merely a peculiar response of the tissues and could be caused by the breaking down of histidine.
If histamine were released, cedema was produced, due to capillary dilatation and the increased permeability of cell walls, with increase of fluid in the tissue spaces. The cedema could be reduced by calcium, or by the driving in of hydrogen ions by ionization. Very often an allergen was not found in typical nasal allergy, nor was it found in cases of chronic nasal cedema. It did not mean that because a skin reaction was not found there was not something at work similar to the allergic reaction, which could produce these changes. V A large number of patients were treated for sinusitis because they had pains in the head -and temporal region, and *one of the popular methods of treatment was by displacement. Even in the case of such rheumatic affections, oedema of the muscles of the lumbar region, as a result of physical allergy, had been found causing pressure within the muscle sheaths and causing the pain of lumbago.
Dr. John Freeman, who had done a great deal of work on allergic conditions, laid great stress on the factor of response to bacterial growth. In the treatment of many conditions due to organisms the occurrence of secondary allergic :effects could be brought about. Many skeletal muscles and joints gave an allergic response, and for his own part he did not see any great difficulty in agreeing with the theory of indirect bacterial causation. Professor Atkinson's interesting talk on hypo-sensitization with histamine seemed to fit in very well with other -theories of allergic reactions.
He had recently been interested in seeing an elderly lady who first came to him in 1938 complaining of sudden and almost complete deafness in her right ear. She had no vertigo or signs of haemorrhage and her labyrinth was well functioning. Various investigations were carried out. About three weeks ago she came again with exactly the same condition in the other ear-sudden deafness with very severe tinnitus, but no vertigo. The cochlea was found to be depressed over all ranges. There was obviously a cochlear deafness. The caloric reactions showed that the labyrinths were both functioning. He got some insight into the condition on reading a paper showing that the changes of Meniere's disease might start in the cochlea. The cochlea might be regarded as a "shock" organ, just as allergists spoke of other organs of the body as shock organs. He gave this lady ammonium chloride to fix salt, and she now wrote to say that she was much better -the tinnitus had diminished until it was tolerable, and so far as the deafness was concerned she was now able to hear the wireless.
He had been interested in seeing a Report on the use of benadryl from the Mayo Clinic. He wondered whether this was likely to be of use in cases of primary aural vertigo.
Meniere's Disease-A Critical Review
By A. J. WRIGHT, F.R.C.S. SONME nine years ago I first contributed a paper on this subject to this Section (Proc. R. Soc. Med., 1937, 3I, 87) . Since that time two outstanding advances in our knowledge of Meniere's disease have been achieved in that both the clinical and pathological pictures have been defined and we now regard Meniere's disease as an entity. The fundamental cause of the disease is as yet unproven. Clinical picture.-(1) Meniere's disease occurs in individuals at all ages and is not obviously associated with any other gross constitutional disturbance.
(2) Two types which perhaps are distinct can be recognized. The more usual one in which the lesion is essentially unilateral, and the less common one in which it is bilateral and approximately equal from the beginning. The latter cases tend to be more rapid in development and more resistant to treatment and remain for further investigation.
(3) The first signs of the disease are usually associated with the cochlea and it may possiblv be of significance that this contains the vascular area which is probably in the main responsible for the secretion of endolvmph.
(4) As a corollary to this many cases of perceptive deafness are explainable as being the initial stages of the disease and these are I believe usuallv recognizable.
